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Amendments to the Claims: 

This listing of claims will replace all prior versions, and listings, of claims in the application: 
Listing of Claims: 

1. (original) Conjugate, characterized by the formula (I) 

CT-LI-Sp-IA (I) 

in which 

CT denotes a cytotoxic radical or a radical of a cytostatic or of a cytostatic derivative, 
which can additionally carry a hydroxy^ carboxyl or amino group, 

LI is a linker group comprising 5 to 8 amino acid residues in the D or L 
configuration, which can each optionally carry protective groups , 

Sp is absent or a carbonyl or a thiocarbonyl radical, 

IA is a non-peptide radical addressing an Ovp 3 integrin receptor, which is selected from 
the group consisting of 

A) a radical of the formula (II) 
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in which 

R 1 is OH, a substituted or unsubstituted alkoxy or cycloalkoxy radical, a 

substituted or unsubstituted aryloxy radical or a saturated or unsaturated, 
optionally substituted heterocyclyloxy radical, or optionally represents a 
direct bond or an atom from the group consisting of N, O and S, via which 
the radical of the formula (II) is bonded to the rest of the conjugate; 

R 2 is hydrogen, a substituted or unsubstituted alkyl or cycloalkyl radical, a 
substituted or unsubstituted aryl radical, a saturated or unsaturated, 
optionally substituted heterocyclic radical, an optionally substituted alkenyl 
radical or an optionally substi-tuted alkinyl radical, via which the radical of 
the formula (II) is optionally bonded to the rest of the conjugate, or is 
~NR 2 V -NR r SQ2R 2 ". -NR 2 'COOR 2 '', -NR 2 COR 2 , -NR 2 'CONR 2 2 or 
-NR 2 CSNR 2t 2 ; 

in which 

R 2 ' independently of one another is hydrogen, a substituted or unsubstituted 
alkyl or cycloalkyl radical, a substituted or unsubstituted aryl radical or a 
saturated or unsaturated, optionally substituted heterocyclic radical, or 
optionally represents a direct bond, via which the radical of the formula (II) 
is bonded to the rest of the conjugate; 

R 2 " is a substituted or unsubstituted alkyl or cycloalkyl radical, a substituted or 
unsubstituted aryl radical or a saturated or unsaturated, optionally 
substituted heterocyclic radical, via which the radical of the formula (II) is 
optionally bonded to the rest of the conjugate; 

3 



PAGE 6/40 * RCVD AT 9/1512004 4:18:10 PM [Eastern Daylight Time] * SVR:USPT0-EFXRF-1/7 * DNIS:8729306 * CSID:203 812 5492 * DURATION (mm-ss):09-02 



SEP 15 '04 17: 19 FR BAYER PPTENTS/LEGAL 203 812 5492 TO 917038729306 P. 07/40 



U is a direct bond or a substituted or unsubstituted alkylene group, via which 
the radical of the formula (II) is optionally bonded to the rest of the 
conjugate; 

V is a substituted or unsubstituted alkylene group, -NR 2 CO- or -NR^SOj 

via which the radical of the formula (II) is optionally bonded to the rest of 
the conjugate; 

A and B each independently of one another is a 1,3- or 1,4-bridged, optionally 
additionally substituted phenylene group; 

W is a direct bond or a substituted or unsubstituted alkylene group; 




R is hydrogen, a substituted or unsubstituted alkyl or cycloalkyl radical, a 
substituted or unsubstituted aryl radical, a saturated or unsaturated, 
optionally substituted heterocyclic radical, an alkylamine radical, an 
alkyiamide radical or is bonded to one of R 4 , Y, R 3 or R*. if present, with 
formation of an optionally substituted heterocyclic ring system, which 
includes the nitrogen atom to which R 3 is bonded and can be saturated or 
unsaturated and/or can contain further heteroatoms; 

R 4 is hydrogen, a substituted or unsubstituted alkyl or cycloalkyl radical, a 
substituted or unsubstituted aryl radical, a saturated or unsaturated, 
optionally substituted heterocyclic radical, an alkylamine radical, an 
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alkylamide radical or is bonded to one of R 3 , Y, R 5 or R 6 , if present, with 
formation of an optionally substituted heterocyclic ring system which 
includes the nitrogen atom to which R 4 is bonded and can be saturated or 
unsaturated and/or can contain further heteroatoms, or optionally 
represents a direct bond, via which the radical of the formula (II) is bonded 
to the rest of the conjugate; 

X isO,NorS; 

m isOorl; 

Y is a direct bond or an optionally substituted alkylene or alkine group; 

R 5 is absent, -N0 2 , -CN, -COR 5 ', -COOR 3 ', or is bonded to one of R\ Y, R 4 
or R 6 , if present, with formation of an optionally substituted carbocyclic or 
heterocyclic ring system which includes X and can be saturated or 
unsaturated and/or can contain further heteroatoms; 

R 5 is hydrogen, a substituted or unsubstituted alkyl or cycloalkyl radical, a 
substituted or unsubstituted aryl radical or a saturated or unsaturated, 
optionally substituted heterocyclic radical which can be saturated or 
unsaturated and/or can contain further heteroatoms; 

R 6 is hydrogen, a substituted or unsubstituted alkyl or cycloalkyl radical, a 
substituted or unsubstituted aryl radical, a saturated or unsaturated, 
optionally substituted heterocyclic radical, an alkylamine radical, an 
alkylamide radical or is bonded to one of R 3 , R 4 , Y or R 5 , if present, with 
formation of an optionally substituted heterocyclic ring system which 
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includes the nitrogen atom to which R 6 is bonded and can be saturated or 
unsaturated and/or can contain further heteroatoms; 



B) a radical of the formula (III) 




in which 



R 7 is OH, a substituted or unsubstituted alkoxy or cycloalkoxy radical, a 

substituted or unsubstituted aryloxy radical or a saturated or unsaturated, 
optionally substituted heterocyclyloxy radical, or optionally represents a 
direct bond or an atom from the group consisting of N, O and S, via which 
the radical of the formula (III) is bonded to the rest of the conjugate; 

A 

R is hydrogen, a substituted or unsubstituted alkyl or cycloalkyl radical, a 
substituted or unsubstituted aryl radical, a saturated or unsaturated, 
optionally substituted heterocyclic radical, an optionally substituted alkenyl 
radical, an optionally substituted alkinyl radical, a hydroxyl radical or an 
alkoxy radical or is bonded to R 9 with formation of an optionally 
substituted carbocyclic or heterocyclic ring system which includes the 
carbon atom to which R 8 is bonded and can optionally contain 
heteroatoms; 
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R 9 is hydrogen, a substituted or unsubstituted alkyl or cycloalkyl radical, a 
substituted or unsubstituted aryl radical, a saturated or unsaturated, 
optionally substituted heterocyclic radical, an optionally substituted alkenyl 
radical, an optionally substituted alkinyl radical, a hydroxyl radical or an 
alkoxy radical or is bonded to R 8 with formation of an optionally 
substituted carbocyclic or heterocyclic ring system which includes the 
carbon atom to which R 9 is bonded and can optionally contain 
heteroatoms; 

R 10 is -SO2R 10 *, -COOR 10 ", -COR 10 ', -CONR ,0 ' 2 or -CS-NR 10 2, or represents a 
direct bond via which the radical of the formula (HI) is optionally bonded 
to the rest of the conjugate; 

R 10 independently of one another is hydrogen, a substituted or unsubstituted 
alkyl or cycloalkyl radical, a substituted or unsubstituted aryl radical or a 
saturated or unsaturated, optionally substituted heterocyclic radical, via 
which the radical of the formula (III) is optionally bonded to the rest of the 
conjugate; 

R 10 is a substituted or unsubstituted alkyl or cycloalkyl radical, a substituted or 
unsubstituted aryl radical or a saturated or unsaturated, optionally 
substituted heterocyclic radical, via which the radical of the formula (III) is 
optionally bonded to the rest of the conjugate; 

R l 1 is hydrogen, a substituted or unsubstituted alkyl or cycloalkyl radical or a 
substituted or unsubstituted aryl radical, 

R 16 is hydrogen, CN, a substituted or unsubstituted alkyl or cyclo-alkyl radical, 
a substituted or unsubstituted alkoxy radical or a halogen atom; 
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R 17 is hydrogen, CN, a substituted or unsubstituted alkyl or cyclo-alkyl radical, 
a substituted or unsubstituted alkoxy radical or a halogen atom; 

L is -(CH 2 )nNHSO 2 (CH 2 ) 0 - 7 -(CH 2 ) fl SO 2 NH(CH 2 ) 0 -, -(^nNH-CO^V, 
-(CH 2 ) n CONH(CH 2 )o-, -(CH 2 ) n OCH 2 (CH 2 )o- 9 -(CH 2 ) n CH 2 0(CH 2 )o-, 
<CH 2 ) n COO(CH 2 ) 0 -, ^CH 2 ) fl OOC-(CH 2 V, -(CH 2 )nCH 2 CO(CH 2 ) 0 -, 
-CH 2 ) n COCH 2 (CH 2 ) 0 -, -NHCONH-, -(CH 2 ) n SCH 2 (CH 2 ) 0 -, 
-(CH 2 ) n CH 2 S(CH 2 ) 0 -, -(CH^C^SOCCHj^, -(CH 2 ) n SOCH 2 (CH 2 ) 0 -, 
^(CH 2 ) n CH 2 S0 2 (CH 2 )o- or KCH 2 ) n S0 2 CH 2 (CH 2 )o-, 
where n and o each is an integer of 0 or 1 and n + oSl; 

R 12 is hydrogen, a substituted or unsubstituted alkyl or cycloalkyl radical, a 
substituted or unsubstituted aryl radical, a saturated or unsaturated, 
optionally substituted heterocyclic radical or is bonded to one of R i3 , R u or 
R 15 , if present, with formation of an optionally substituted heterocyclic ring 
system which includes the nitrogen atom, to which R 12 is bonded and can 
be saturated or unsaturated and/or can contain further hetero-atoras; 

X< isN,OorS; 

p isOorl; 

R 13 is absent, is -H, a substituted or unsubstituted alkyl or cyclo-alkyl radical, - 
N0 2> -CN, -COR 13 ', -COOR 13 ', or is bonded to one of R' 2 , R 14 or R 15 with 
formation of an optionally substi-tuted heterocyclic ring system which 
includes X* and can be saturated or unsaturated and/or can contain further 
hetero-atoms; 
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R 13 is hydrogen, a substituted or unsubstituted alkyl or cycloalkyl radical, a 
substituted or unsubstituted aryl radical or a saturated or unsaturated, 
optionally substituted heterocyclic radical which can be saturated or 
unsaturated and/or can contain further heteroatoms; 

is N or S; 

is absent, hydrogen, a substituted or unsubstituted alkyl or cycloalkyl 
radical, a substituted or unsubstituted aryl radical, a saturated or 
unsaturated, optionally substituted heterocyclic radical or is bonded to one 
of R 12 , R* 3 or R IS , if present, with formation of an optionally substituted 
heterocyclic ring system which includes the nitrogen atom to which R 14 is 
bonded and can be saturated or unsaturated and/or can contain further 
heteroatoms; 

is hydrogen, a substituted or unsubstituted alkyl or cycloalkyl radical, a 
substituted or unsubstituted aryl radical, a saturated or unsaturated, 
optionally substituted heterocyclic radical or is bonded to one of R 12 , R 13 or 
R 14 , if present, with formation of an optionally substituted heterocyclic ring 
system which includes the nitrogen atom to which R 15 is bonded and can 
be saturated or unsaturated and/or can contain further hetero-atoms, or 
optionally represents a direct bond via which the radical of the formula 
(III) is bonded to the rest of the conjugate; 



C) a radical of the formula (TV) 
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in which 

R is OH, a substituted or unsubstituted alkoxy or cycloalkoxy radical, a 

substituted or unsubstituted aryloxy radical or a saturated or unsaturated, 
optionally substituted heterocyclyloxy radical, or optionally represents a 
direct bond or an atom from the group consisting of N, 0 and S, via which 
the radical of the formula (IV) is bonded to the rest of the conjugate; 

q isOorl; 

R 19 is hydrogen, a substituted or unsubstituted alkyl or cycloalkyl radical, a 
substituted or unsubstituted aryl radical, a saturated or unsaturated, 
optionally substituted heterocyclic radical, an alkylaraine radical, an 
alkylamide radical, or optionally represents a direct bond, via which the 
radical of the formula (IV) is bonded to the rest of the conjugate; 

and their physiologically acceptable salts and stereoisomers. 
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2. (original) Conjugate according to Claim 1 , characterized in that 

LI is a linker group having the formula 

•AAl -AA2-AA3-AA4-AA5-AA6-AA7-AA8- 

wherein at least 5 of the radicals AA1 to AA8 are present, AA1 is bonded to the 
radical CT and 

AA1 is a naturally occurring amino acid in the D or L configuration, which is 
selected from the group consisting of glycine, alanine, valine, leucine, 
isoleucine, histidine, glutamate, aspartate, serine, lysine, ornithine and 
phenylalanine; 

AA2 is absent or is a naturally occurring amino acid in the D or L configuration, 
which is selected from the group consisting of alanine, valine, phenylalanine, 
tyrosine, threonine, serine, isoleucine, lysine, glutamate, histidine, glycine, 
arginine, asparagine, glutamine, S-methyl-cysteine, methionine, arginine, 
aspartate, tryptophane, proline, ornithine and leucine, and can optionally 
carry protective groups, 

AA3 is absent or i$ a naturally occurring amino acid in the D or L configuration, 
which is selected from the group consisting of alanine, valine, phenylalanine, 
tyrosine, serine, isoleucine, lysine, glutamate, histidine, glycine, arginine, 
aspartate, tryptophane, proline, ornithine, methionine, S-methyl-cysteine, 
norvaline and leucine, and can optionally carry protective groups, 
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AA4 is absent or is a naturally occurring amino acid in the D or L configuration, 
which is selected from the group consisting of glycine, alanine, valine, 
leucine, isoleucine, cysteine and norvaline; 

AA5 is absent or is a naturally occurring amino acid in the D or L configuration, 
which is selected from the group consisting of glycine, alanine, valine, 
leucine, isoleucine, histidine, tyrosine, glutamine, asparagine, proline, 
methionine, phenylalanine and cysteine; 

AA6 is absent or is a naturally occurring amino acid in the D or L configuration, 
which is selected from the group consisting of glycine, alanine, valine, 
leucine, isoleucine, histidine, glutamine, asparagine, aspartate and proline; 

AA7 is absent or is a naturally occurring amino acid in the D or L configuration, 
which is selected from the group consisting of glycine, alanine, valine, 
leucine, isoleucine, histidine, y -aminobutyric acid, aspartate, glutamate, 
lysine and proline; 

AA8 is absent or is a naturally occurring amino acid in the D or L configuration, 
which is selected from the group consisting of glycine, alanine, valine, 
leucine, isoleucine, histidine, lysine, proline and y-aminobutyric acid; 

and the other radicals CT, Sp and IA are as defined in claim 1 . 
3. (original) Conjugate according to claim 2, characterized in that 
LI is a linker group having the formula 
-AA1 -AA2-AA3-AA4-AA5-AA6-AA7-AA8- 
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wherein 5 to 7 of the radicals AA1 to AA8 are present, AA1 is bonded to the 
radical CT and 

AAl is valine, glycine, leucine, histidine; 

AA2 is absent or is a naturally occurring amino acid in the D or L configuration, 
which is selected from the group consisting of alanine, phenylalanine, serine, 
isoleucine, glutamate, asparagine, glutamine, histidine, glycine, aspartate, 
tryptophane, proline, and leucine, and can optionally cany protective groups, 

AA3 is absent or is a naturally occurring amino acid in the D or L configuration, 
which is selected from the group consisting of alanine, phenylalanine, serine, 
isoleucine, norvaline, S-methylcysteine, methionine, glutamate, histidine, 
glycine, aspartate, tryptophane, and leucine, and can optinally carry 
protective groups, 

AA4 is absent or is a naturally occurring amino acid in the D or L configuration, 
which is selected from the group consisting of glycine, leucine, cysteine and 
norvaline, and can optionally carry protective groups, 

AA5 is absent or is a naturally occurring amino acid in the D or L configuration, 
which is selected from the group consisting of glycine, alanine, valine, 
leucine, histidine, glutamine, phenylalanine, isoleucine, and methionine, 

AA6 is absent or is a naturally occurring amino acid in the D or L configuration, 
which is selected from the group consisting of glycine, proline, glutamine, 
methionine, and leucine; 
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AA7 is absent or is a naturally occurring amino acid in the D or L configuration, 
which is selected from the group consisting of glycine, leucine, aspartate, 
histidine, y-aminobutyric acid and proline; 

AA8 is absent or is a naturally occurring amino acid in the D or L configuration, 
which is selected from the group consisting of glycine, proline and y - 
aminobutyric acid ; 

and the other radicals CT, Sp and IA are as defined in claim 1 . 

4. (previously presented) Conjugate according to claim 2 or 3, characterized in that 

CT is camptothecin or a camptothecin derivative, which can be bonded to the rest of 
the conjugate via the C20-OH group, or doxorubicine, or quinolone a; 

LI is as defined in claim 2 or 3, respectively; 

Sp is absent, or is a carbonyl or a thiocarbonyl radical, 

IA denotes a non-peptide radical of the formula (II) addressing an a v p3 integrin 
receptor, 

in which 

R* is OH, methoxy, ethoxy, propoxy, isopropoxy, butoxy, isobutoxy, t-butoxy, 

pentoxy, isopentoxy, neopentoxy, hexoxy, cyclopropoxy, cyclopropylmethoxy, 
cyclobutoxy, cyclopentoxy, cyclohexoxy, phenoxy, benzyloxy, tolyloxy or a 
substituted derivative thereof, or optionally represents a direct bond or an atom 
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from the group consisting of N, O and S, via which the radical of the formula (II) 
is bonded to the rest of the conjugate; 

R is hydrogen, methyl, ethyl, propyl, isopropyl, butyl, isobutyl, t-butyl, pentyl, 
isopentyl, neopentyl, hexyl, cyclopropyl, cyclobutyl, cyclo-pentyl, cyclohexyl, 
phenyl, benzyl, tolyl or a substituted derivative thereof, an optionally substituted 
alkenyl radical or an optionally substituted alkinyl radical, via which the radical of 
the formula (II) is optionally bonded to the rest of the conjugate, or is -NR 2 2j 
-NR 2 'S0 2 R 2 '\ -NR 2 COOR 2 \ -NR 2 COR 2 y -NR 2 CONR 2 ' 2 or -NR r CSNR 2 * 

in which 

R independently of one another is hydrogen, methyl, ethyl, propyl, isopropyl, butyl, 
isobutyl, t-butyl, pentyl, isopentyl, neopentyl, hexyl, cyclopropyl, cyclobutyl, 
cyclopentyl, cyclohexyl, phenyl, benzyl, tolyl or a substituted derivative thereof, or 
optionally represents a direct bond via which the radical of the formula (II) is 
bonded to the rest of the conjugate; 

R 2M is methyl, ethyl, propyl, isopropyl, butyl, isobutyl, t-butyl, pentyl, isopentyl, 

neopentyl, hexyl, cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, phenyl, benzyl, 
tolyl or a substituted derivative thereof, -C6H 2 (CH3) 3 , 3-aminophenyl, 4- 
aminophenyl, 2-chlorophenyl, 4-chlorophenyI, 4-methoxyphenyl, 2,5-dichloro- 
phenyl, 4-trifluoromethylphenyl, camphor- 10-yl, 4-t-butylphenyl, 2,5-dimethyl- 
phenyl, 3-chlorophenyl, 2-methoxy-5-methylphenyl, 2,3,5,6-tetramethylphenyl, 
2,3-dichlorophenyl, 2,6-dichlorophenyl, 2-naphthyl, 3-trifluoromethylphenyl, 4- 
fluorophenyl, 2,4-difluorophenyl, 2-chloro-6-methylphenyl, 2-chloro-4-fluoro- 
phenyl, 2,5-dimethoxyphenyl, 3,4-dimethoxyphenyl, 3-chloro-6-methoxyphenyl, 
2-trifluoromethylphenyl, 2-alkylsulphonylphenyl, 2-arylsulphonylphenyl, 3-(N- 
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acetyl-6-methoxy)aniUne or 8-quinolinyl, via which the radical of the formula (II) 
is optionally bonded to the rest of the conjugate; 

U is a direct bond, 

V is an optionally substituted Ci.j-alkylene group, via which the radical of the 
formula (II) is optionally bonded to the rest of the conjugate; 

A is a 1,3- or 1 ,4-bridged phenylene group which is unsubstituted or contains at least 
one alkoxy radical; 

B is a 1,3- or 1,4-bridged phenylene group which is unsubstituted or contains at least 
one alkyl radical; 

W is a direct bond or an optionally substituted Ci-4-alkylene group; 




R is hydrogen, methyl, ethyl, propyl, isopropyl, butyl, isobutyl, t-butyl, pentyl, 

isopentyl, neopeniyl, hexyl, cyclopropyl, cyclopropylmethyl, cyclobutyl, cyclo- 
pentyl, cyclohexyl, 4-methylcyclohexyl, 3,3,5-trimethylcyclohexyI, 5-methyl-2- 
hexyl, phenyl, benzyl, tolyl or a substituted derivative thereof, C^-alkylamino-Ci. 
4-alkyl, CM-dialkyl-amino-CM-alkyI, axnino-C M -alkyl, Ci^-alkyloxy-Ci^-alkyl, 
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<a1) (a2) (a3) (a4) (a5) 




(a6) (a7) (a8) (a9) (alO) 




OH) (al2) (a13) (al4) (a15) 
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(a18) (a17) (a18) (a19) (a20) 




(a21) (a22) (a23) (a24) 



(a28) 

or is bonded to one of R\ Y, R 5 or R 6 , if present, with formation of an optionally 
substituted heterocyclic 4- to 6-membered ring system, which includes the 
nitrogen atom to which R 3 is bonded and can be saturated or unsaturated and/or 
can contain further heteroatoms; 

R 4 is hydrogen, methyl, ethyl, propyl, isopropyl, butyl, isobutyl, t-butyl 7 pentyl, 

isopentyl, neopentyl, hexyl, cyclopropyl, cyclopropylmethyl, cyclobutyl, cyclo- 
pentyl, cyclohexyl, 4-methylcyclohexyl, 3,3,5-trimethylcyclohexyI, 5-methyl-2- 
hexyl, phenyl, benzyl, toiyl or a substituted derivative thereof, C M -alkylamino-Ci. 
4-alkyl, C M -dialkylamino-CM-alkyl, amino-C M -alkyl, d^-alkyloxy-CM-alkyl, 
one of the radicals (al) to (a28) or is bonded to one of R 3 , Y, R 5 or R 6 , if present, 
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with formation of an optionally substituted heterocyclic 4- to 6-membered ring 
system which includes the nitrogen atom to which R 4 is bonded and can be 
saturated or unsaturated and/or can contain further heteroatoms, or optionally 
represents a direct bond via which the radical of the formula (II) is bonded to the 
rest of the conjugate; 

X is O, N or S; 

Y is a direct bond or a substituted or unsubstituted methylene or methine group; 

R 5 is absent, is -N0 2 , -CN, -COR 5 ', -COOR 5 * or is bonded to one of R 3 , Y, R 4 or R 6 , 
if present, with formation of an optionally substituted carbocyclic or heterocyclic 
4- to 6-membered ring system which includes X and which can be saturated or 
unsaturated and/or can contain further heteroatoms; 

R 5 * is hydrogen, methyl, ethyl, propyl, isopropyl, butyl, isobutyl, t-butyl, pentyl, 
isopentyl, neopentyl, hexyl, cyclopropyl, cyclobutyl, cyclo-pentyl, cyclohexyl, 
phenyl, benzyl, tolyl or a substituted derivative thereof; 

R 6 is hydrogen, methyl, ethyl, propyl, isopropyl, butyl, isobutyl, t-butyl, pentyl, 

isopentyl, neopentyl, hexyl, cyclopropyl, cyclopropylmethyl, cyclobutyl, cyclo- 
pentyl, cyclohexyl, 4-methylcyclohexyl, 3,3,5-trimethylcyclohexyl, 5-methyl-2- 
hexyl, phenyl, benzyl, tolyl or a substi-tuted derivative thereof, Ci-4-alkylamino- 
Cj^»alkyl, C|^-dialkyIamino-CM^lkyl, amino-Ci-4-alkyl, CM-alkyloxy-Ci-4- 
alkyl, one of the radicals (al) to (a28) or is bonded to one of R 3 , Y, R 4 or R 5 , if 
present, with formation of an optionally substituted heterocyclic 4- to 6-membered 
ring system which includes the nitrogen atom to which R 6 is bonded and can be 
saturated or unsaturated and/or can contain further heteroatoms. 
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5. (original) Conjugate according to Claim 4, characterized in that 

R 1 represents a direct bond or an atom from the group consisting of N, 0 and S, via 
which the radical of the formula (II) is bonded to the rest of the conjugate; 

and the other radicals of the formula (II) are as defined in Claim 4. 

6. (original) Conjugate according to Claim 4, characterized in that 

R 4 represents a direct bond, via which the radical of the formula (II) is bonded to the 
rest of the conjugate; 

and the other radicals of the formula (II) are as defined in Claim 4. 

7. (original) Conjugate according to Claim 4, characterized in that the radical of the 
formula (II) is linked to the rest of the conjugate via a radical in the a- or fj-position 
relative to the carboxyl group, 

and the other radicals of the formula (II) are as defined in Claim 4. 

8. (previously presented) Conjugate according to Claim 2 or 3, characterized in that 

CT is camptothecin or a camptothecin derivative, which can be linked to the rest of 
the conjugate via the C20-OH group, or doxorubicine or quinolone a; 

LI is as defined in claim 2 or 3, respectively; 

Sp is absent, or a carbonyl or a thiocarbonyl radical, 
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is a non-pcptide radical of the formula (II) addressing an a v P3 integrin receptor, 
in which 

R 1 is OH, methoxy, ethoxy, propoxy, isopropoxy, butoxy, isobutoxy, t-butoxy, 
pentoxy, isopentoxy, neopentoxy, hexoxy, cyclopropoxy, 
cyclopropylmethoxy, cyclobutoxy, cyclo-pentoxy, cyclohexoxy, phenoxy, 
benzyloxy, tolyloxy or a substituted derivative thereof, or optionally 
represents a direct bond or an atom from the group consisting of N, O and 
S, via which the radical of the formula (II) is bonded to the rest of the 
conjugate; 

R 2 is hydrogen, methyl, ethyl, propyl, isopropyl, butyl, isobutyl, t-butyl, 

pentyl, isopentyl, neopentyl, hexyl, cyclopropyl, cyclo-butyl, cyclopentyl, 
cyclohexyl, phenyl, benzyl, 4-amino-benzyl, tolyl, phenylethyl, a 
substituted derivative such as 4-aminobenzyl or a saturated or unsaturated, 
optionally substituted heterocyclic analogue thereof, an optionally 
substituted alkenyl radical, an optionally substituted alkinyl radical, via 
which the radical of the formula (II) is optionally bonded to the rest of the 
conjugate; 

U is a direct bond or an optionally substituted C,. 3 -aIkylene group such as - 
CH(QH 4 -3-NH> or -CH(C 6 H4-4-NH)-, via which the radical of the 
formula (II) is optionally bonded to the rest of the conjugate; 

V is -NR 20 CO- or -NR 20 SO 2 S 

R 20 is hydrogen, methyl, ethyl, propyl, isopropyl, butyl, isobutyl, t-butyl, 
pentyl, isopentyl, neopentyl, hexyl, cyclopropyl, cyclo-propylmethyl, 
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cyclobutyl, cyclopentyl, cyclohexyl, phenyl, benzyl, tolyl, phenylethyl, 
phenylpropyl, phenoxyethyl or a substituted derivative thereof; 

A is a 1,3- or 1 ,4-bridged phenylene group which is unsubstituted or contains 
at least one alkoxy radical; 

B is a 1 ,3- or 1 t 4-bridged phenylene group which is unsubstituted or contains 
at least one alkyl radical; 

W is a direct bond or an optionally substituted Ci-3-alkylene group; 



R 3 is hydrogen, methyl, ethyl, propyl, isopropyl, butyl, isobutyl, t-butyl, 
pentyl, isopentyl, neopentyl, hexyl, cyclopropyl, cyclo-propylmethyl, 
cyclobutyl, cyclopentyl, cyclohexyl, 4-methyl-cyclohexyl, 3,3,5-tri- 
methylcyclohexyl, 5-methyl-2-hexyl, phenyl, benzyl, tolyl or a substituted 
derivative thereof, CM-alkylamino-Ci-4-alkyl, Ci-4-dialkylamino-CM- 
alkyl, amino-Ci-4-alkyl, C M -alkyloxy-CM-alkyl, one of the radicals (a1) to 
(a28) or is bonded to one of R 4 , Y or R 6 , if present, with formation of an 
optionally substituted heterocyclic 4- to 6-membered ring system, which 
includes the nitrogen atom to which R 3 is bonded, and can be saturated or 
unsaturated and/or can contain further heteroatoms; 

R 4 is hydrogen, methyl, ethyl, propyl, isopropyl, butyl, isobutyl, t-butyl, 
pentyl, isopentyl, neopentyl, hexyl, cyclopropyl, cyclo-propylmethyl, 
cyclobutyl, cyclopentyl, cyclohexyl, 4-methyl-cyclohexyl, 3,3,5-trimethyl- 
cyclohexyl, S-methyl-2-hexyl, phenyl, benzyl, tolyl or a substituted 



C 
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derivative thereof, C^-alkylamino-Ci^-alkyl, C M -diatkylamino-CiH*- 
alkyl, amino-C,^-alkyl, C M .alkyloxy-C M -alkyl, one of the radicals (al) to 
(a28) or is bonded to one of R 3 , Y or R 6 , if present, with formation of an 
optionally substituted heterocyclic 4- to 6-membered ring system, which 
includes the nitrogen atom to which R 4 is bonded and can be saturated or 
unsaturated and/or can contain further heteroatoms, or optionally 
represents a direct bond via which the radical of the formula (II) is bonded 
to the rest of the conjugate; 

X isOorS; 

Y is a direct bond or a substituted or unsubstituted methylene or 
methine group; 

R^ is absent; 

R 6 is hydrogen, methyl, ethyl, propyl, isopropyl, butyl, isobutyl, t-butyl, 
pentyl, isopentyl, neopentyl, hexyl, cyclopropyl, cyclo-propylmethyl, 
cyclobutyl, cyclopentyl, cyclohexyl, 4-methyl-cycIohexyl, 3,3,5-trimethyl- 
cyclohexyl, 5-methyl-2-hexyl, phenyl, benzyl, tolyl or a substituted 
derivative thereof, CM-alkylamino-Ci^-alkyi, C^-dialkylamino-CM- 
alkyl, amino-C M -alkyl, Cr^-alkyloxy-C M -alkyl, one of the radicals (al) to 
(a28) or is bonded to one of R 3 , Y or R 4 , if present, with formation of an 
optionally substituted heterocyclic 4- to 6-membered ring system which 
includes the nitrogen atom to which R* is bonded, and can be saturated or 
unsaturated and/or can contain further heteroatoms, 

9. (original) Conjugate according to Claim 8, characterized in that 
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R 1 represents a direct bond or an atom from the group consisting of N, O and S, via 
which the radical of the formula (II) is bonded to the rest of the conjugate; 

and the other radicals of the formula (II) are as defined in Claim 8. 

1 0. (original) Conjugate according to Claim 8, charactered in that 

R 4 represents a direct bond, via which the radical of the formula (II) is bonded to the 
rest of the conjugate; 

and the other radicals of the formula (II) are as defined in Claim 8. 

1 1 . (original) Conjugate according to Claim 8, characterized in that 

the radical of the formula (II) is linked to the rest of the conjugate via a radical in the a- 
or P-position relative to the carboxyl group; 

and the other radicals of the formula (II) are as defined in Claim 8. 

12. (previously presented) Conjugate according to Claim 2 or 3, characterized in that 

CT is camptothecin, which can be linked to the rest of the conjugate via the C20-OH 
group; 

LI is as defined in claim 2 or 3, respectively; 

Sp is absent, or a carbonyl or a thiocarbonyl radical, 
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IA is a non-peptide radical of the formula (III) addressing an OvPa integrin receptor, 
in which 

R 7 is OH, methoxy, ethoxy, propoxy, isopropoxy, butoxy, isobutoxy, t-butoxy, 
pentoxy, isopentoxy, neopentoxy, hexoxy, cyclopropoxy, 
cyclopropylmethoxy, cyclobutoxy, cyclo-pentoxy, cyclohexoxy, phenoxy, 
benzyloxy, tolyloxy or a substituted derivative thereof, or optionally 
represents a direct bond or an atom from the group consisting of N, O and 
S, via which the radical of the formula (III) is bonded to the rest of the 
conjugate; 

R* is hydrogen, methyl, ethyl, propyl, isopropyl, butyl, isobutyl, t-butyl, 

pentyL, isopentyl, neopentyl, hexyl, cyclopropyl, cyclo-butyl, cyclopentyl, 
cyclohexyl, cycloheptyl, phenyl, benzyl, tolyl or a substituted derivative 
thereof, -OH, methoxy, ethoxy, propoxy, butoxy, pentoxy, hexoxy, 
benzyloxy or is bonded to R 9 with formation of an optionally substituted 3- 
to 6-membercd carbocyclic or heterocyclic ring system, which includes the 
carbon atom to which R 5 is bonded and can optionally contain 
heteroatoms; 

R 9 is hydrogen, methyl, ethyl, propyl, isopropyl, butyl, isobutyl, t-butyl, 

pentyl, isopentyl, neopentyl, hexyl, cyclopropyl, cyclo-butyl, cyclopentyl, 
cyclohexyl, cycloheptyl, phenyl, benzyl, tolyl or a substituted derivative 
thereof, -OH, methoxy, ethoxy, propoxy, butoxy, pentoxy, hexoxy or is 
bonded to R 8 with formation of an optionally substituted 3- to 6-membered 
carbocyclic or heterocyclic ring system which includes the carbon atom to 
which R 9 is bonded and can optionally contain heteroatoms; 
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R 10 is SCbR 10 ', -COOR 10 ", -COR 10 ', -CONR 10 * or -CSNR ,0< 2 or represents a 
direct bond, via which the radical of the formula (III) is optionally bonded 
to the rest of the coiyugate; 

R !0 is hydrogen, methyl, ethyl, propyl, isopropyl, butyl, isobutyl, t-butyl, 

pentyl, isopentyl, neopentyl, hexyl, cyclopropyl, cydo-butyl, cyclopentyl, 
cyclohexyl, cycloheptyl, phenyl, benzyl, tolyl or a substituted derivative 
thereof, -C6H 2 (CH 3 ) 33 -C 6 (CH 3 ) 3> -CH 2 C 6 H2(CH 3 ) 3 , 2-chlorophenyl, 3- 
chlorophenyl, 4-chlorophenyl, 2,3-dichlorophenyl, 2,4-dichlorophenyl, 3,4- 
dichlorophenyl, 2,5-dichlorophenyl, 3,5-dichlorophenyl, 2,6- 
dichlorophenyl, 4-chlorophenylmethyl, 2,4-dichloro-phenyl-methyl, 2,6- 
dichlorophenylmethyl, 3-aminophenyl, 4-amino-phenyl, 2-methoxy- 
carbonylphenylmethyl, 3-trifluoromethylphenyl, 4-trifluoromethylphenyl, 
3,5-bis(trifluoromethyl)phenyl, 4-trifluoromethoxyphenyl, phenylmethyl, 

2- acetamido-4-methylthia*ol-5-yl 5 phenylethyl, 1-phenylpropyi, (S)-(+)- 
camphor-10-yl, (R>(-)-caznphor-l 0-yl, 2-phenylethenyl, 2-thiophenyl, 4- 
methoxyphenyl, 3,5-dimethoxyphenyl, 3-methylphenyl, 4-methylphenyl, 4~ 
t-butylphenyI,*4-propylphenyl, 2,5-dimethylphenyI 9 2-methoxy-S- 
methylphenyl, 2,3,5,6-tetramethylphenyI, l-naphthyl, 2-naphthyl, 4-fluoro- 
phenyl, 2,4-difluorophenyl, 2-chloro-6-methylphenyl, 2-chloro-4-fluoro- 
phenyl, 2,5-dimethoxyphenyl, 3,4-dimethoxyphenyl, 3-chloro-6-methoxy- 
phenyl, 2-trifluoromethylphenyl, 2-alkylsulphonylphenyl, 2-arylsulphonyl- 
phenyl, 3-(N-acetyl-6-methoxy)aniline, 4-acetamidophenyl, 2,2,2-trifluoro- 
ethyl, 5-chloro-3-methylbenzothiazol-2-yl, N-meth-oxycarbonyl-pjperidin- 

3- yI, thiophen-2-yl, isoxazol-5-yl, ethoxy, 2-chloropyridin-3-yl, pyridin-3- 
yl, benzyloxy, 5-methy]isoxazoI-3-yI, 1-adamantyl, 4-chIorophenoxymeth- 
yl, 2,2-dimethylethenyl, 2-chloropyridine-5-methyl, 5,7-dimethyl- 1,3,4- 
triazaindolizin-2-yl, (S)-camphan-l-yl, (R)-camphan-l-yl or 8-quinolinyl; 
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R l<r is a Cn-alkyl radical, a C3-7-cycloalkyl radical, a substituted or 
unsubstituted aryl radical or a saturated or unsaturated, optionally 
substituted heterocyclic radical, via which the radical of the formula (III) is 
optionally bonded to the rest of the conjugate; 

R l 1 is hydrogen, methyl, ethyl, propyl, isopropyl, butyl, isobutyl, t-butyl, 
pentyl, isopentyl, neopentyl, hexyl, cyclopropyl, cyclo-propylmethyl, 
cyclobutyl, cyclopentyl, cyclohexyl, cyclo-heptyl, 4-methylcyclohexyl, 
3,3,5-trimethylcyclohexyl, 5-methyl-2-hexyl, phenyl, benzyl, tolyl or a 
substituted derivative thereof, Cw-alkylamino-CM-alkyl, CM-dialkyl- 
amino-CM-alkyl, amino-CM-alkyl, CM-alkyloxy-CM-alkyl, dialkylamino- 
Cn-alkyl, amino-Ci_ 4 -alkyI, CM-alkyloxy-CM-alkyl or 

<a1> («2) <a3) (a4) (») 



(a6) (a7) (aB) <a9) (a10> 




(a11) (a12) (a13) (el4) (a15) 
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(al6) (ai7) (ai8) (a19) ( a2 0) 




(a21) (322) (323) <a24) 




(3*5) (326) <a27) (a28) 

R 16 is hydrogen, CN, methyl, ethyl, propyl, isopropyl, butyl, isobutyl, t-butyl, 
pentyl, isopentyl, neopentyl, hexyl, cyclo-propyl, cyclobutyl, cyclopentyl, 
cyclohexyl, cycloheptyl, methoxy, trifluoromethoxy, ethoxy, propoxy, 
butoxy, pentoxy or hexoxy, fluorine, chlorine, bromine or iodine; 

R 17 is hydrogen, CN, methyl, ethyl, propyl, isopropyl, butyl, isobutyl, t-butyl, 
pentyl, isopentyl, neopentyl, hexyl, cyclo-propyl, cyclobutyl, cyclopentyl, 
cyclohexyl, cycloheptyl, methoxy, trifluoromethoxy, ethoxy, propoxy, 
butoxy, pentoxy or hexoxy, fluorine, chlorine, bromine or iodine; 



L is -NHS0 2 -, -CH 2 NHS02-, -NHS0 2 CH 2 -, -S0 2 NH-, -CH 2 S0 2 NH-, - 
S0 2 NHCH 2 -, -NHCO-, -CH 2 NHCO-, -NHCOCH 2 -, -CONH-, - 
CH 2 CONH-, -CONHCH 2 -, -OCH 2 -, -CH 2 OCH 2 , -OCH 2 CH 2 -, -CH 2 0- or 
-CH 2 CH 2 0-; 
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R 12 is hydrogen, methyl, ethyl, propyl, isopropyl, butyl, isobutyl, t-butyl, 
pentyl, isopentyl, neopentyl, hexyl, cyclopropyl, cyclo-propylmethyl, 
cyclobutyl, cyclopentyl, cyclohexyl, cyclo-heptyl, 4-methylcyclohexyl, 
3,3,5-trimethylcyclohexyl, 5-methyi-2-hexyl, phenyl, benzyl, tolyl or a 
substituted derivative thereof, C M -alkylamino-CM-alkyI, Ci.«-dialkyl- 
amino-CM-alkyl, amino-CM-alkyl, CWalkyloxy-CWalkyl, one of the 
radicals (al) to (a28) or is bonded to one of R 13 , R 14 or R 15 , if present, with 
formation of an optionally substituted heterocyclic 4- to 6-membered ring 
system which includes the nitrogen atom to which R 12 is bonded and can 
be saturated or unsaturated and/or can contain further heteroatoms; 

X 4 isN,OorS; 
p isOorl; 

R 13 is absent, is -H, methyl, ethyl, propyl, isopropyl, butyl, isobutyl, t-butyl, 
pentyl, isopentyl, neopentyl, hexyl, cyclo-propyl, cyclobutyl, cyclopentyl, 
cyclohexyl, cycloheptyl, -N0 2 , -CN, -COR 7 , -COOR 7 ', or is connected to 
one of R 12 , R l4 or R I5 with formation of an optionally substituted 
carbocyclic or heterocyclic 4- to 6-membered ring system which includes 
X' and can be saturated or unsaturated and/or can contain further 
heteroatoms; 

R' 3 * is hydrogen, methyl, ethyl, propyl, isopropyl, butyl, isobutyl, t-butyl, 

pentyl, isopentyl, neopentyl, hexyl, cyclopropyl, cyclo-butyl, cyclopentyl, 
cyclohexyl, cycloheptyl, phenyl, benzyl, tolyl or a substituted derivative 
thereof; 

Y' isNorS; 
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R 14 is hydrogen, methyl, ethyl, propyl, isopropyl, butyl, isobutyl, t-butyl, 
pentyl, isopentyl, neopentyl, hexyl, cyclopropyl, cyclopropylmethyl, 
cyclobutyl, cyclopentyl, cyclohexyl, cycloheptyl, 4-methylcyclohexyl, 
3,3,5-trimethyIcyclohexyl, 5-methyl-2-hexyI, phenyl, benzyl, tolyl or a 
substituted derivative thereof, C M-alkylamino-C^alkyl, CM-dialkyl- 
amino-Ci-4-alkyl, amino-Ci-4-alkyl, C^-alkyloxy-CM-alkyl, one of the 
radicals (al) to (a28), or is bonded to one of R 12 , R 13 or R 15 , if present, with 
formation of an optionally substituted heterocyclic 4- to 6-membered ring 
system which includes the nitrogen atom to which R 14 is bonded and can 
be saturated or unsaturated and/or can contain further heteroatoms; and 

R 15 is hydrogen, methyl, ethyl, propyl, isopropyl, butyl, isobutyl, t-butyl, 
pentyl, isopentyl, neopentyl, hexyl, cyclopropyl, cyclo-propylmethyl, 
cyclobutyl, cyclopentyl, cyclohexyl, cyclo-heptyl, 4-methylcyclohexyl, 
3,3,5-trimethylcyclohexyl, 5-methyI-2-hexyl, phenyl, benzyl, tolyl or a 
substituted derivative thereof, CM-alkylamino-Ci-4-alkyl, Ci^-dialkyl- 
amino-Ci.4-alkyl, amino-C M -alkyl, C M -alkyloxy-CM-alkyl, one of the 
radicals (al) to (a28) or is bonded to one of R 12 , R 13 or R J4 , if present, with 
formation of an optionally substituted heterocyclic 4- to 6-membered ring 
system which includes the nitrogen atom to which R 15 is bonded and can 
be saturated or unsaturated and/or can contain further heteroatoms, and or 
optionally represents a direct bond via which the radical of the formula 
(IE) is bonded to the rest of the conjugate. 

1 3. (original) Conjugate according to Claim 12, characterized in that 



30 



PAGE 33/40 4 RCVD AT 9/15/2004 4:18:10 PM [Eastern Daylight Time] * SVR:USPT0-EFXRF-1/7 * DNIS:8729306 * CSID:203 812 5492 * DURATION (mm-ss):0WI2 



SEP 15 '04 17:25 FR BAYER PATENTS/LEGAL 203 812 5492 TO 917038729306 P. 34/40 

R represents a direct bond or an atom from the group consisting of N, O and S, via 
which the radical of the formula (II) is bonded to the rest of the conjugate; 

and the other radicals of the formula (III) are as defined in Claim 12. 

14. (original) Conjugate according to Claim 12, characterized in that 

R 15 represents a direct bond, via which the radical of the formula (III) is bonded to the 
rest of the conjugate; 

and the other radicals of the formula (III) are as defined in Claim 1 2. 

1 5. (original) Conjugate according to Claim 1 2, characterized in that 

the radical of the formula (III) is linked to the rest of the conjugate via a radical in the a- 
or ^-position relative to the carboxyl group, 

and the other radicals of the formula (III) arc as defined in Claim 12. 

1 6. (previously presented) Conjugate according to Claim 2 or 3, characterized in that 

1A is a non-peptide radical of the formula (IV) addressing an Oyfo integrin receptor, 
wherein 

R 18 represents a direct bond or an atom from the group consisting of N t O and 
S, via which the radical of the formula (IV) is bonded to the rest of the 
conjugate; 

31 



PAGE 34/40 1 RCVD AT 9/15/20O4 4:18:10 PM [Eastern Daylight Time] 1 SVR:USPT0-EFXRF-1/7 * DNIS:8729306 * CSlD:203 812 5492 * DURATION (mm-ss):09-02 



SEP 15 '04 17:25 FR BAYER PATENTS/LEGAL 203 812 5492 TO 917038729306 P. 35/40 



and the other radicals are as defined in Claim 2 or 3, respectively. 

17. (previously presented) Conjugate according to Claim 2 or 3, characterized in that 

I A is a non-peptide radical of the formula (IV) addressing an a v p3 integrin receptor, 
wherein 

R 19 represents a direct bond, via which the radical of the formula (IV) is 
bonded to the rest of the conjugate; 

and the other radicals are as defined in Claim 2 or 3, respectively. 

18. (cancelled) 

19. (cancelled) 

20. (withdrawn) 

21. (cancelled) 

22. (cancelled) 

23. (new) A conjugate of formula (1) 

CT-Ll-Sp-IA (I) 

wherein 
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CT is camptothecin, which is linked to the rest of the conjugate via the C20-OH 
group; 



LI is a linker group comprising 5 to 8 amino acid residues in the D or L 
configuration, 

Sp is a bond or a carbonyl or a thiocarbonyl radical, 

IA is a non-peptide radical addressing an Oyfo integrin receptor, and is represented by 
the formula (III) 




(III) 



in which 

R 7 is OH, a substituted or unsubstituted alkoxy or cycloalkoxy radical, or a 
substituted or unsubstituted aiyloxy radical; 

R 8 is hydrogen, or a substituted or unsubstituted alkyl radical; 

R 9 is hydrogen, or a substituted or unsubstituted alkyl radical; 

R 10 is -COR 10 ', -CONHR 10 ' or -CS-NHR 10 '; 
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R 10 ' is a substituted aryl radical, via which the radical of the formula (10) is 
bonded to the rest of the conjugate; 

R u is hydrogen, 

R 16 is hydrogen, CN, an unsubstituted alky] or cyclo-alkyl radical, a substituted 
or unsubstituted alkoxy radical or a halogen atom; 

R 17 is hydrogen, CN, a substituted or unsubstituted alkyl or cyclo-alkyl radical, 
an unsubstituted alkoxy radical or a halogen atom; 

L is -(CH 2 )nNHS0 2 (CH2)o- or -(CH2)nS0 2 NH(CH 2 ) Q -, 

where n and o each is an integer of 0 or 1 and n + o < 1; 

R 12 is hydrogen, or an unsubstituted alkyl radical; 

X 4 is 0; 

P 5s 1; 

R 13 is absent; 

r isN; 

R 14 is hydrogen or an unsubstituted alkyl radical; 

R 15 is hydrogen, or an unsubstituted alkyl or cycloalkyl radical; 

or a physiologically acceptable salt thereof 

34 



PAGE 37/40 * RCVD AT 9115/2004 4:18:10 PM [Eastern Daylight Time] * SVR:USPT0-EFXRF-1/7 * DN1S:8729306 * CSID:203 812 5492 1 DURATION (mnws):0W)2 



